10/530137 



WO 2004/031161 



PCT/AU2003/001303 



- 1/5 - 

Subject Accountability 



Screened 
n=65 



Screen Failures 
n=29 



Baseline 
n=36 



Cogr&on too poor sfS 
Cognition too gpodn=15 

Dl health n=5 
Fuisd nsuro screen n=4 



CUoquinol 
n=18 



Ncm-conrpKaiice 
(weak4)nFl 
Lewy Bocfy Dementia 



1 



Placebo 
n=18 



Unrelated Death 

Unrelated ilhigss 
(wBBk2)n=l 



Weeks 1-24 
n=16 (88.9%) 



(wb<&24)if=1 



Weeks 1-24 
(88.9%) 



Week 36 
n=15 (83.3%) 

375n»gbdiF=12 
250mgbdn=3 



Week 36 
n=16 (88.9%) 



Fig.l 



10/530 1 37 



WO 2004/031161 



PCT/AU2003/001303 



- 2/5 - 



p=0.0B 



Change 

ADAS-cog 4 T 




Improvement 



CQ dosage f- 



250 mg 



500 mg 



750 mg 



8 12 16 20 24 28 32 36 
Time since baseline (weeks) 

fl— »— 1 



Deterioration 



B 



ADAS-cog * 25 at Baseline 
Placebo 
CSoquinol 



ADAS-cog < 25 at Baseline 
Placebo 
-O-Ciioqulnot 



Change 4 
ADAS-cog 



12 




Improvement 

A 



f I \ I t 



-L 



p=0J)16 
I I I I I I I t I 

36 



CQ dosage J- 



250 mg 



8 12 16 20 24 28 32 
Time since baseline (weeks) 

*— h 



Deterioration 



500 mg 



750 mg 



Fig. 2 



WO 2004/031161 



PCT/AU2003/001303 



- 3/5 - 



°- 5 

Change 
plasma [AP42] 
(ng/mL) 0 



CQ dosage 




0 4 8 12 16 20 24 28 32 36 
Time since baseline (weeks) 

I II II — 1 



250 mg 



500 mg 



750 mg 



B 



ADAS-cog £ 25 at Baseline 
Placebo 
Qloquinol 



ADAS-cog < 25 at Baseline 
Placebo 
» Clioquinol 



3 1- 



2 - 



Change 
plasma [AP42] 
(ng/mL) O 



•2 




I 1 I 1 I I I 1 I 1 I 1 1 



CQ dosage 



250 mg 



8 12 16 20 24 28 32 36 
Time since baseline (weeks) 

-1) — II — 1 



500 mg 



750 mg 



Fig. 3 



10/530 137 



WO 2004/031161 



PCT/AU2003/001303 



- 4/5 - 



Change 
plasma 
[ZlncI 
(MM) 



•Placebo 
.Clioquinol 

















r T I 


Lj_J 


i 1 i f ■. ' 


' .i .1 -i.l. lLiJj 1 



CQ dosage 



0 4 8 12 16 20 24 28 32 36 
Time since baseline (weeks) 

h— lr— : lh— 1 



250 mg 



500 mg 



750 mg 



B 



1.5 



Change 

plasma 0.5 
[Copper] 

(MM) o.O 



- Placebo 
m Clioquinol 














i 


• * 










_t_i 


L_L_ 


I 1 I 1 ' 


' 1 1 . 1 1 1 . 


1 X 1 



0 4 
CQ dosage (- 



250 mg 



8 12 16 20 24 28 32 36 
Time since baseline (weeks) 

HI 1 



500 mg 



750 mg 



Fig. 4 



10/530137 



WO 2004/031161 



PCT/AU2003/001303 



- 5/5 - 



•CQ trial population- 



Loss affected (£25) More affected (> 25) 
^^^^ 



A Baseline 



Plasma/CSFAp i 




- Mild 
Cognitive 
Impairment 
(MCI) 



4 6 
Duration (Years, approximate) 

-X - Mild X Moderate- > < ■ Severe — 
Alzheimer's Alzheimer's Alzheimer's 
Disease Disease 



Fig. 5 



